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PROFILE

THE POLITICAL SCIENTIST

Harold Varmus has ambitious plans for the future of medicine. But can be get Congress
to support the most controversial and promising research in medical history?

HE Clinton Administration has
been short on political skill of
the old-fashioned, behind-the-

scenes variety—the kind of influence
that is so effective no one sees it being
used. The closest approximations have
been the efforts of Alan Greenspan and
Robert Rubin, the financial administra-
tors who have presided over the record
stock-market boom, but their power is
widely recognized. That is decidedly not
the case with Harold Varmus, who has
been the director of the National Insti-
tutes of Health for the past six years,
and who, improbably, may be the most
effective backstairs politician the Clin-
ton Administration has produced.

The N.LLH. is a federal agency that
employs thirteen thousand scientists,
encompasses twenty-five institutes and
centers, and is the leading source of
funding for biomedical research in the
United States—and, therefore, the
world. When Varmus was appointed,
in 1993, he had neither political nor
administrative experience. He had
spent the previous twenty years as an
increasingly celebrated medical re-
searcher, whose efforts were concen-
trated mainly in his own lab, and in
1989 he had shared the Nobel Prize
with Michael Bishop for his findings
on cancer-causing genes. Since going
to the N.ILH., however, Varmus has
achieved a series of political victories
that will affect scientific policy for
many years to come and, at least by im-
plication, may change the entire under-
standing of health, disease, and the
limits of the human life span.

The N.LH. has become one of the
rare government institutions that politi-
cians of both parties actively praise.
When Varmus became the director, the
N.LH. had just reduced the number of
research grants it offered, because of
the federal deficit. Since then, the
N.LLH.’s budget has grown more sub-

BY JAMES FALLOWS

stantially than almost any other cate-
gory of federal spending. Its annual
budget was just under eleven billion
dollars when Varmus arrived. Now it is
almost sixteen billion dollars. This past
February, when the Clinton Adminis-
tration requested only a token increase
for the year ahead, members of Con-
gress from both parties criticized the
request as shortsighted. Senator Arlen
Specter, of Pennsylvania, a Republican
who chairs the committee that consid-
ers budgets for spending on health, ed-
ucation, and social welfare, said that the
Administration seemed not to appreci-
ate the value of what was under way at
the N.LLH. Having heard Varmus tes-
tify about his plans for the agency,
Specter and his colleagues want to add
two billion dollars to what the Admin-
istration has requested.

Varmus has also enjoyed subtler vic-
tories, which to many of his colleagues
matter at least as much as the increased
funding. He has managed to sustain po-
litical support for medical research
without endorsing science’s version of
pork-barrel spending—grants ear-
marked for crusades against high-profile
diseases, like prostate and breast cancer,
where the scientific basis for an imme-
diate cure is slim. Though his back-
ground could not be more different
from that of the typical politician, he
has successfully made the case to politi-
cians for long-term investment in the
kind of science that he believes repre-
sents the hope for truly revolutionary
advances in medicine.

Varmus extolls a commitment to
basic science, which emphasizes grap-
pling with the fundamentals of nature,
such as how a particular gene functions
or when and why a cell dies. Scientists
who begin this kind of work, he says,
can never be sure where it will lead, or
how important their work will turn out
to be: often the results that prove most

valuable are not the ones that the scien-
tists expected to discover. Varmus is
keenly aware that a governmental com-
mitment to invest ever-larger amounts
of money in such unplannable, long-
term research violates the basic princi-
ples of politics: But he has relentlessly
argued for its importance in a stream of
speeches, appearances at congressional
hearings, and informal meetings with
politicians—and many senators and
representatives now express the concept
as if it were their own.

Varmus’s advocacy comes at a time
when the secrets of biology, principally
in the area of genetics, are being re-
vealed at an unprecedented rate, and
many say that his presence at the
N.ILH. is a historic match of person
and opportunity. “In general in public
life, appointing one individual doesn't
make a huge difference,” Donna Sha-
lala, the Secretary of Health and Hu-
man Services, who recruited Varmus
for his present job, said recently. “But
this appointment was absolutely
crucial. It may turn out to be the
most important legacy of the Clinton
Administration.”

ESPITE political recognition of

Varmus’s importance, to the
public he is unknown. At last year’s
State of the Union address, Varmus'
was given the seat of honor—next to
Hillary Clinton, in the balcony. The
cameras turned to him as the President
proposed a dramatic increase in fund-
ing for the N.LLH., but not one viewer
in a thousand was likely to recognize
him. In 1996, when Varmus gave the
commencement address at Harvard,
the Crimson was full of mockery about
this nobody who had been invited
to speak. And last autumn, as I fol-
lowed Varmus through Washington 1
never saw a single head turn for a
“Hey, it’s him!” political-celebrity look.
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In person, Varmus is a lean, ener-
getic, and intense presence. Although
he will turn sixty late this year, from
ten paces he looks forty-five. He is just
over six feet tall, with strongly muscled
legs from decades of serious bicycle
riding, and he can seem as loosely
hinged as a teen-ager—slouching in
a chair during a meet-
ing, jiggling coins in his
pocket when he stands.
He speaks rapidly, with
the precision of a scien-
tist, but often also with
a bemused smile and a
string of dry wisecracks.

When Varmus must
appear before Congress
or make a formal pre-
sentation, he is nattily
outfitted, at his wife’s di-
rection, but the rest of
the time he is informally
dressed, in frayed khakis
and open-necked shirts.
He rarely wears a tie,
and appears generally
oblivious of his appear-
ance. One gray Satur-
day morning, when
he walked into a cof-
fee shop in Cleveland
Park wearing ratty cold-
weather biking gear,
the other customers
seemed momentarily
unsure whether he was
an athlete or a bum.

It would be astonish-
ing if a man so accom-
plished in his field were
free of vanity, and Var-
mus is not. With his sci-
entific eminence taken
for granted (this is the
importance of what he
refers to as “the Prize,”
not needing to specify),
he makes sure that peo-
ple know of his other accomplish-
ments—that he is an outdoorsman, that
he has done graduate work in English
literature. At scientific conferences, he is
the one toting around the fat, obscure
European novel. He s also very proud of
the fact that he bikes to work twelve
miles uphill every morning. (In 1993, Joe
Palca, of NPR, biked to the N.I.H. with
2 Varmus and recorded an interview with
% him en route. Then Palca went back to

LEVINE

Clinton’s greatest legacy may be

the studio and rerecorded his questions
from the comfort of a chair: on the air,
the public heard a panting N.I.H. director
and an easy-breathing reporter. Varmus is
still grumbling about this injustice.)

Yet since taking office Varmus has
stuck to the Washington version of
modesty, which is to recognize how

much more influential you can be if not
everyone is aware of your influence. By
local standards, he is self-effacing. His
office walls are covered with museum
posters, not with photographs of him
receiving awards, and he is cannily reti-
cent about his accomplishments; in-
deed, he seems to appreciate rather than
resent his ability to slip unnoticed into a
crowd. Like Ronald Reagan, whom he

resembles in no other way, Varmus

Varmus’s construction
of a medical~industrial complex.

seems totally relaxed in his public role,

enjoying the enormously complicated
process he oversees daily.

Nevertheless, he is known to feel that
he has “at least one more good job” in
him, and many of his colleagues assume
that he is nearing the end of his tenure at
the N.LH. Each time a prominent foun-
dation position or univer-
sity presidency or phar-
maceutical-industry
chairmanship opens up,
rumors proliferate that
this will be the oppor-
tunity to lure him away:
he will succeed Harold
Shapiro as president of
Princeton; he will head
the Howard Hughes
Medical Institute or—the
most recent and persis-
tent gossip—Sloan-Ket-
tering. Varmus dismisses
these rumors. Shortly be-
fore going to the N.L.H.,,
he wrote an article sug-
gesting that its directors
should have six-year
terms rather than indefi-
nite appointments. “After
about two years here, I
realized that people were
counting,” he told me,
sounding amused. “So I
started saying, ‘Around
six years.” Could be five
years. Could be eight!”

The natural winding
down of his time at the
N.I.H. coincides with
the most potentially
explosive issue of his
tenure: whether the
government will support
research using stem
cells. This research offers
enormous therapeutic
possibilities, but the
right-to-life movement
considers it indefensible because the cells
come from embryos and fetuses. The
final test of Varmus's stewardship may
be whether he has the skill and the com-
mitment to steer the N.LH. through this
controversy with his customary finesse.

THE N.LH. began in 1887 as a one-
room Laboratory of Hygiene, on
Staten Island. Today, its institutes and
buildings barely fit into a three-hundred-
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and-twenty-two-acre “campus’ in
Bethesda, Maryland, northwest of
Wiashington, D.C. Its modern history
started in 1937, when Congress voted to
establish the National Cancer Institute,
the first and still the most generously
funded of the N.I.H. institutes. In 1940,
President Franklin Roosevelt came to
Bethesda to dedicate the new campus.
He gave a speech that portrayed med-
ical research as part of the national-
mobilization effort, which was then
much on his mind. “The defense this
nation seeks involves a great deal more
than building airplanes, ships, guns, and
bombs,” he said. “We cannot be a strong
nation unless we are a healthy nation.
And so we must recruit not only men and
materials but also knowledge and sci-
ence in the service of national strength.”

Since that time, two major cam-
paigns to marshal “science in the service
of national strength” have illuminated
the successes and shortcomings of this
approach to disease. One of the efforts
was the campaign to develop a polio
vaccine—in retrospect, a challenge ide-
ally tailored for the big-science mentality
that prevailed after the Manhattan Proj-
ect. The enemy, in the form of a single
virus, was known. Varmus told me that

last fall he watched a PBS documentary

about polio. “It was a pretty clear re-
minder of how much simpler things
were in the fifties, when everyone was
focussed on one disease,” he said. “And it
was the right disease to focus on, be-
cause it was one we had the tools to
combat. It was incredibly successful.
Even though the N.I.H. was not directly
in charge of it"—the agency experienced
its exponential growth after the cam-
paign—"in a sense we've inherited the
mantle of responsibility to do what we
did for polio for every other disease.”

The other crusade—a failed effort—
suggested how difficult it was to do for
other diseases “what we did for polio.”
In 1971, Richard Nixon asked Congress
for a hundred million dollars “to launch
an intensive campaign to find a cure for
cancer.” Congress hardly needed to be
asked; in the previous year, it had passed
a King Canute-style resolution, endors-
ing total victory over cancer by 1976 “as
an appropriate commemoration of the
two-hundredth anniversary of the in-
dependence of our country.” Nixon re-
ferred to this freely as his “war on can-

cer,” and it fared roughly as well as his
war in Vietnam. After three decades
and an investment of more than thirty-
five billion dollars in cancer research,
annual cancer deaths have increased.
To scientists, the different

outcomes of these two cam-

aigns are completely compre-

hensible. Polio is one disease,

and its fundamental mecha-

nisms were understood by

the time vaccines were tested

and distributed. Cancer takes
countless forms, and those
variations are related only by

the fact that in all cases the
mechanisms that normally

limit a cell's growth have bro-

ken down, permitting uncon-

trolled spread of the disease.

More money always means

more research, but even huge
injections of money during

Nixon’s war would not neces-

sarily have saved lives, since so

much of the science of cancer

was yet to be unveiled. “The

polio solution was a complete
solution,” Varmus told me,
“whereas the cancer solution

is likely to be incremental.”

Even now, though, the

memory of victory over polio

affects the political environment of the
N.I.H. Most senators and representa-
tives are middle-aged men, and they are
worried about their hearts, their memo-
ries, their prostates. Their wives are wor-
ried about breast cancer. Analyses of
funding patterns for the N.LLH. over the
decades show that politicians frequently
support additional investments in re-
search on a particular disease after a
grandchild or a spouse has contracted it.
Their efforts are paralleled, in a more
organized way, by a large network of
health-advocacy groups, recommending
higher budgets to seek cures for condi-
tions like Parkinsor’s, AIDS, diabetes, and
spinal-cord injuries, among others. The
advocacy networks might seem to be an
N.LH. director’s most important allies,
and, in a sense, they are; Harold Varmus
regularly appears before the groups to
thank them for their support. But, un-
derstandably, many of the groups are
seeking dramatic, specific results in order
to save people who are sick right now,
and that is precisely what long-term,

basic research cannot deliver on demand.

N the early nineteen-nineties, the
N.I.H. was at a low point in its
institutional cycle of ups and downs. In
1991, Bush appointed Bernadine Healy,

a prominent cardiologist from Cleve-
land who had served as a science
and technology adviser in the Reagan
White House, as the N.I.LH. director.
Healy announced that her primary goal
would be a strategic streamlining of the
organization, which was by then a nine-
billion-dollar-per-year operation. Her
critics in academia and at the N.LH. re-
sisted her initiative, as an unwise cen-
tralized attempt to “plan” science.

" Healy’s era was marked by a series of
internal disputes that made the N.LH.
seem as much a political as a scientific
organization. Scientists at the N.LH.
and around the world were just begin-
ning to decipher the chemical sequences
that define human genes. Healy argued
that investigators should be able to claim
patents on the genes as soon as they had
identified a coherent gene sequence but
before they had any idea what the gene
actually did; she believed that granting
property rights would spur innovation.

James Watson, the co-discoverer of
the DNA helix, was then working at
the N.ILH., as the head of the Human
Genome Project. He disagreed with
Healy on a variety of topics, and espe-
cially on gene patenting. Like a majority
of research scientists, Watson argued
that genetic information should remain
public—that granting permission for
gene patents was the equivalent of
letting companies patent the periodic
table of the elements. Early in Healy’s
term, Watson resigned. Healy also lob-
bied Congress for a six-hundred-and-
twenty-five-million-dollar targgted-
research project on women’s health
problems. Critics contended that this
was political showboating rather than
a sensible allocation of funds.

When the Clinton Administration
arrived, it found that bright young re-
searchers and prominent senior scien-
tists were joining the staffs of universities
and hospitals rather than considering
a career at the N.IL.H. “We all felt the
politicization and a ‘strategic planning’
that seemed to be disconnected from
how we felt about science,” the current
director of the National Cancer Insti-
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tute, Richard Klausner, told me. “There
was this tremendous lack of identifica-
tion and a lack of rejuvenation of this
whole institution at its core.” It was more
or less at that point that Donna Shalala,
then newly confirmed as the Secretary
of Health and Human Services, became

convinced that the N.I.LH. needed “a
world-class scientist who could exem-
plify scientific excellence,” and she re-
cruited a2 man with almost no bureau-
cratic experience for the job.

VERYTHING about Harold Varmus’s
pre-N.LLH. career supports his
conviction that you often end up where
you should be by accident. He was born
in 1939, in Freeport, Long Island—a
descendant of immigrants who had ar-
rived from Poland and Austria at the
turn of the century. His father, Frank,
was a small-town general practitioner
who spent summers as the official doc-
tor for Jones Beach. His mother, Bea-
trice Barasch, had a master’s degree in
social work, and was a dominant force
in local civic life while she was bringing
up her two children—Harold and his
younger sister, Ellen.

Like many children of doctors, Var-
mus had long thought that he might go
into medicine, and he dutifully took
premed courses at Ambherst. But he ma-
jored in English, wrote his senior thesis
on Dickens, and was the editor of the
college paper. As he neared graduation,
in 1961, he applied for various fellow-
ships and to several graduate schools,

hoping to get a Fulbright scholarship to

study in Japan. He ended up with a
Wilson fellowship for graduate study in
English at Harvard. “Halfway through
the year, I started going to clinical-
pathology rounds at Harvard Medical
School, where some of my Amherst
classmates were enrolled,” he says.
“They seemed to be more content with
life than I was—and these were first-
year medical students! Then, one night,
I had a dream that I'd gone on to
become an English teacher, that I was
ill one day, and that the students were
all happy there was no class. And I
woke up thinking that if I were a doc-
tor and didn’t show up in the office one
day patients would be disappointed.”

Harvard Medical School rejected
Varmus twice, and in 1962 he went to
Columbia’s College of Physicians and

Surgeons. At first, he planned to go into
psychiatry, but he was increasingly
drawn toward the study of the scientific
basis of disease. He completed his in-
ternship and residency at Columbia-
Presbyterian Hospital. Then, “at the
comparatively advanced age of twenty-
eight,” as he put it, he had his first
serious experience as a sclentist, at the
N.ILH. In those days, it was a natural
stop on an ambitious young scientist’s
route. Varmus was there in what was in-

formally called the Yellow Beret pro-
gram—a Public Health Service alterna-
tive to serving as a military doctor. He
had gone to work in the lab of Ira Pas-
tan, a researcher a dozen years his se-
nior, who had also come as a Yellow
Beret, in the nineteen-fifties, and had
stayed on. Pastan, whose wife is the
poet Linda Pastan, noted the English
degree in Varmus’s background and
thereby distinguished him from the
hordes of other applicants.

When Varmus interviewed for the
position, Pastan was studying hormonal
influences on the thyroid gland. By the
time Varmus was notified that he had
the job, Pastan had switched to re-
searching the genetics of E. coli (a mi-
crobe found in the human gut, which
has long been a mainstay of lab re-
search). In the short term, the surprise
shift in research emphasis was a nui-
sance for Varmus. “I had a highly mem-
orable moment after Ira told me what I
was actually going to be working on,”
he said. “I went into the interns’ reading
room late at night and pulled out some
of the classic papers on the subject—
and, of course, I couldn’t even read them.
It was terribly embarrassing.” But the
change symbolized a revolution that
was just getting under way in the re-
search field—and which now dominates

the agenda of the N.I.H. Essentially,

the focus of research shifted, from the
operations of organs, or the disorders of
whole organisms, like human beings or
mice, to the mechanics of cells and,
within them, specific genes.

In 1970, Varmus went to the Univer-
sity of California at San Francisco, to

work as a postdoctoral research fellow in -

the laboratory run by Michael Bishop.
Opver the next decade, their lab made
discoveries that changed the subsequent
study of cancer. By the early seventies, it
had become recognized that damaged or

aberrant genes were fundamentally re-
sponsible for cancerous growth. The
question was where those damaged
genes came from. Varmus and Bishop
reasoned that cancer-causing oncogenes
were, in fact, normal, necessary parts of
a cell’s genetic structure which had
undergone an accumulation of subtle
changes, either through random error
during cell division or through exposure
to mutating agents (radiation, cigarette
smoke, and so on). This theory sudden-
ly made sense of a range of previously
contradictory-seeming observations
about cancer: why there were so many
forms of it; why it appeared in both in-
herited and environmentally induced
forms; and why so many of its forms
were diseases of old age.

Varmus’s research experience taught
him the importance of exploring health
and sickness at the genetic level—and of
letting scientists set the research agenda,
rather than marshalling them for “wars”
against a particular disease. When Var-
mus and Bishop made their historic
discovery, which won them the Nobel
Prize, they first thought they were just
adding a refinement to a long-studied
form of cancer in chickens; only as they
followed the data did they realize that
they were learning something about the
genetic origin of all cancers.

Varmus remained at U.C.S.F, but,
after years of essentially shirking all de-
partmental and bureaucratic obligations
at the university in order to concentrate
on his research and on his other pas-
sions, he began to feel expectations that
he ought to shoulder some responsibil-
ity for the state of science as a whole.
“The Prize does have an effect,” he said
last fall. “Let’s admit it—having this
token inspires respect.”

Often, it makes other scientists view
Nobel laureates as ambassadors of sci-
ence to the wider world. One of Var-

mus’s friends and colleagues from
U.C.S.F, Bruce Alberts, had been ap-
pointed the president of the National
Academy of Sciences, and he invited
Varmus to become involved in policy
discussions. Another former U.C.S.F.
colleague, Marc Kirschner, who 1s now a
department chairman at Harvard, re-
cruited Varmus to serve on advisory
groups about the future of research
funding. In 1992, Varmus joined a
group of scientists supporting the
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Clinton-Gore ticket. The following
year, he was confirmed as the new di-
rector of the N.L.H.

Despite Varmus’s view that the
N.LH.’s funding needed to increase, dur-
ing his first year in office he had to ex-
plain to the world of science that, be-
cause of deficits, there was no new
money to spread around. He used this
period to focus on the culture of the
N.ILH.—to reduce politicization and
celebrate scientific achievement. He in-
stituted lectures, colloquiums, and other
programs to make researchers in one
part of the organization feel connected
to those in another. He also used his
standing to attract other prominent sci-
entists to the N.I.H. His most celebrated
coup was retaining Klausner, a forty-
seven-year-old N.I.LH. researcher who
was rumored to be accepting another
position when Varmus persuaded him to

stay and direct the National Cancer In-
stitute. Last summer, Gerald Fischbach
left a department chairmanship at Har-
vard to direct the National Institute for
Neurological Disorders and Stroke.

In 1997, Varmus recruited Ellie
Ehrenfeld, from the University of Cali-
fornia, Irvine, to restructure the peer-
review process in order to improve the
science that the N.I.H. pays for outside
its walls. (Although the N.I.H. con-
ducts a great deal of research on cam-
pus, including clinical trials on some ten
thousand new patients per year, extra-
mural funding makes up most of what
the agency spends—eighty-five per cent
annually—and it is paid out to scien-
tists who compete successfully for grant
support.) A goal of this reorganization
is to include new disciplines and risky,
original experiments.

EAR after year, in testimony to
Congress, Varmus has offered a
steadily evolving rationale of the long-
term benefits of investing heavily in
basic science. He is clearly thrilled by
the transformation in medicine being
wrought by knowledge of cellular-level
functions, and especially genetics. In the
popular mind, this may suggest Dolly-
type cloning and other potentially sinis-
ter prospects. To cell biologists, genes
are less dramatic but more pivotal.

Every aspect of a cell’s behavior involves
turning the right genetic switches on

and off at the right times. Biology with-
out genetic knowledge is like travelling
without a map: possible but imprecise.

Varmus’s favorite example of the un-
expected importance of genetic knowl-
edge involves AIDS. This is not a “ge-
netic” disease, in the sense of being
inherited, but knowledge of gene-level
processes is in large part responsible for
the dramatic recent increase in AIDS-
survival rates. “People don't generally
appreciate, as much as those of us in
the virology field do, that there was a
kind of serendipity in our being ready
for AIDS,” Varmus says. Being “ready”
in this sense means being able to un-
derstand very quickly the reproduction
pattern of the human immunodefi-
ciency virus, and to begin work on ap-
propriate responses. “We were trying to
understand retroviruses”—viruses like
H.LV., which are able to copy their
genetic information onto the genes of
the cell they are attacking—*“because
we were trying to understand cancer,”
Varmus says. Without this earlier ge-
netic work, “we would have been many
years slower figuring out what to do
about treatment of H.IV.”

For him, the AIDS story demon-
strates that research in one area can
have surprising benefits in another, and

that once the basic science of a
disease is known an all-out ef-
fort for the cure makes sense.
Citing this example, Varmus
has stressed the need for a
worldwide crusade against
malaria, which kills at least a
million people a year—mainly
children and pregnant women
in Africa——and infects as man
as five hundred million. “The
prospects seem enormous for
designing new interventions
with modern tools of cell and
molecular biology,” he said last
year. Draining swamps is fine,
but as a strategy against malaria
it is like trying to prevent polio
by keeping children from get-
ting a chill after swimming.

Several of Varmus’s col-
leagues view him as this era’s
counterpart to Vannevar Bush.
During the Second World War,
Bush was the director of the
Office of Scientific Research

and Development, which mobi-

Tized scientists to work on mili-
tary projects, including the de-
velopment of the atomic bomb.
In effect, Bush was the father of
the military-industrial complex,
for he showed what could hap-
pen if the nation’s scientific, en-
gineering, and industrial powers
were to be centrally organized
and deployed. Bush’s influence
derived from the political im-
perative of winning the war,
which made limitless resources
available and coincided with a
moment of scientific advance-
ment on many fronts: radar,
aviation technology, and, of
course, knowledge of the atom.
. Varmus also commands un-
usually large resources at an op-
portune scientific moment. He
has stressed the importance of
drawing on all the technology
currently available, and not
merely on the techniques and
disciplines usually associated with
biological research. He regularly
posts his speeches and congres-
sional testimony on his Web site,
and, last month, he proposed the
creation of an Internet data bank
called E-biomed. This would ul-
timately include the journals that
now publish biomedical-research
findings, and thereby allow scien-
tists around the world immediate
access to the latest information.
Varmus’s counterpart to Van-
nevar Bush’s Manhattan Project
is the Human Genome Project,
which he has strongly supported, and
which is currently on schedule to pro-
duce a full “map” of the genes in the
forty-six human chromosomes by the
end of 2003. “There is no other scien-
tific enterprise that humankind has
mounted in an organized way that
compares to this,” Francis Collins, the
project’s director, says. “I am sure that
history will look back on this in a hun-
dred years and say, “This was the most
significant thing humankind has tried
to do scientifically’”

VARMUS takes pride in his ability to
avoid, solve, or blur the edges of
controversy. After I'd been meeting
with him for several weeks, he pulled
out a piece of paper detailing an un-
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usual achievement: fights that might
have broken out at the N.I.H. but
didn’t. These ranged from neighbor-
hood concerns about toxic-waste dis-
posal to the deaths of five hepatitis-B
patients who were undergoing treat-
ment with an experimental drug at the
N.I.H.’s large research hospital.
Frequently throughout Varmus’s
tenure, a disease advocacy group or a
politician has revved up to criticize him
for a misemphasis in research funding:
not enough money for diseases that
impose high economic burdens on so-
ciety; not enough to help minority
groups; not enough for clinical trials to
study which of the radical new thera-
pies will actually work. Almost before

his critics can express their full com-

plaint, Varmus has deflated their hostil-
ity by heartily agreeing that their con-
cerns should be heard and including
them on new advisory boards.

Last year, the most serious of these
complaints was made in a report from
the Institute of Medicine, a branch of
the National Academy of Sciences.
It asserted that economic “burden of
disease” calculations deserved much
higher priority in the N.LH.s alloca-
tion of research grants, and that the
scientists should pay more attention to
what diseases the public wanted cured.
When it became clear that the agency
was seen as unresponsive to outside
opinion, Varmus immediately set up a
citizen-advisory panel. “Somebody else
might have treated this as so much

baloney,” Anthony Fauci, the director
of the National Institute of Allergy
and Infectious Diseases, says of Var-
mus. “He is extremely shrewd, and he
knows where not to go.”

Many of Varmus’s friends from his
research days believed he would lack
the patience to sit and listen, smiling,
as members of Congress expounded
on scientific matters. But he has de-
monstrated that he can do this very
well. His strategy has been to seem so
authoritative and judicious that poli-
ticians trust him as a kind of expert
witness on any matter of medical pol-
icy. He also laughs at their jokes, uses
their names frequently when he’s giv-
ing answers, and explains how their
support means lives saved and cures
produced. His opening remarks last

year before an appropriations com-
mittee, chaired by Arlen Specter, were
typical:

VARMUS: Mr. Chairman and Senator
[Tom] Harkin, thank you very much.
First, let me express on behalf of the bio-
medical research community, and indeed
the entire public, your official decision to
remain as chairman of this committee—
the team you have formed with Senator
Harkin here has been truly extraordinary,
and the biomedical research community is
extremely grateful for your continued sup-
port. I'm also very pleased that you’re hold-
ing this hearing.

SPECTER: Did you like the two-billion-
dollar increase last year?

(Laughter.)

VARMUS: We, we did, Senator. And we
hope that we'll use it well.

At one point, I asked Varmus about
the secrets of his political success. “I
have the sense that you wish my life
had more drama,” he replied in an
E-mail. “T don’t. As I have said before,
my strategy has been to try to mini-
mize it.”

THUS far, this strategy has worked
well, but it is difficult to imagine
that it will be sufficient when it comes
to the growing stem-cell controversy.
The scientific implications of stem-cell
research are profound, and they engage
biologists in some of the most divisive
moral questions of our time, just as the
implications of atomic energy engaged
physicists half a century ago. Stem
cells, unlike the cells of a mature or-
ganism, have extraordinary generative
power. A bone cell, for example, can
divide into two bone cells but cannot
create a liver cell, and after a number of
divisions it will simply die. Stem cells
have no such limitations. The ultimate,
totipotent stem cell—a fertilized egg—
can give rise to all the cell types of a
mature organism. Pluripotent stem
cells, which develop soon after concep-
tion, can produce a wide variety of cell
types, and can divide over and over
again, thereby raising the miraculous-
seeming possibility that one day they
could be used to treat disease—to pro-
duce new heart tissue for people with
heart trouble, say, or new pancreatic
cells for those with diabetes—and even
to reverse the effects of aging. But the
ethical and political problems accom-
panying stem-cell research are daunt-
ing. Stem cells come from discarded

embryos and aborted fetuses, and con-
servative groups have strenuously ob-
jected to using public funds to obtain
them. In response to pressure from the
House of Representatives’ Pro-Life
Caucus and from the National Confer-

ence of Catholic Bishops, the N.I.H. is
prohibited from funding any experi-
ment that deliberately creates or de-
stroys a human embryo.

The prospects for stem-cell research
improved dramatically last November,
when two researchers announced,
more or less simultaneously, that they
had succeeded in keeping cultures of
stem cells alive in a lab—a necessary
step toward the goal of using stem
cells for therapy. One of the research-
ers, John Gearhart, of Johns Hopkins
University, obtained stem cells from
fetuses that had been legally aborted
between five and nine weeks after con-
ception. The other researcher, James
‘Thomson, of the University of Wis-
consin, took cells from surplus em-
bryos, released by labs after in-vitro
fertilization. Neither had received
N.I.H. funds for his work.

These discoveries were an illustra-
tion of basic research suddenly offering
the promise of dramatic, tangible re-
sults. Within days of the first reports
of Gearhart’s and Thomson’s successes,
Varmus introduced the scientists at a
hastily convened Senate hearing to ex-
plain the potential of their work. He
also set out the implications of the
continued ban on federal funding. He
pointed out that as long as embryonic
tissue was available from legal sources
the research would go forward; the ban
would simply insure that this ethically
complicated research took place with
no public scrutiny, no public discussion
of the rules of conduct, and no public
voice in the uses that the private spon-
sors might make of it. But, as usual,
Varmus made it equally clear that the
N.LH. intended to abide by the letter
of the law.

As the senators were trying to fig-
ure out how to respond to the stem-
cell news, so were members of the
medical establishment within the ex-
ecutive branch. In January, the legal
office of the Department of Health
and Human Services issued an opin-
ion that the N.ILH. could fund stem-

cell research as long as its scientists did
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not destroy the embryo themselves.
Even then, Varmus proposed to be-
gin such funding only after an inter-
nal advisory panel had worked out
guidelines for supervising stem-cell
research.

Nevertheless, this issue is likely to
prove more incendiary than any other
that Varmus has addressed. In response
to the Health and Human Services
legal opinion, seventy members of the
House promptly signed a letter of
protest, and seven senators followed
with a joint letter of their own. Even
Specter, who agreed with the opinion,
was concerned about its political recep-~
tion. “I think Dr. Varmus is cutting it
very fine,” he said a few weeks ago. “If
that will get the job done, O.K. But I
have questions about whether that will
get the job done.” Specter says that he
is willing to propose legislation to
overturn the ban, if that is necessary;
meanwhile, representatives of the Pro-
Life Caucus in the House say they
might attach explicit prohibitions on
stem-cell projects to the N.LH.’s ap-
propriations bill this fall.

The likelihood of an all-out battle
increased sharply last month, when the
National Bioethics Advisory Commis-
sion, which was appointed by Clinton

in 1995, indicated that it would rec-

ommend rescinding the ban on federal
funding for most research involving
pluripotent stem cells. The working
papers of the commission’s report,
which have just been posted on the In-
ternet, propose that the N.I.LH. aban-
don the legalistic reasoning that Var-
mus recently adopted and instead
underwrite the entire process. They
argue that the moral claims of suffer-
ing patients outweigh the moral claims
of potential life, and that public super-
vision would reduce the risk of abuse.

By recommending that the govern-
ment finance experiments that some
citizens find unacceptable, the com-
mission virtually guaranteed that the
next round of the abortion wars will
involve the N.I.H. budget. The de-
bates, which will take place this sum-
mer, will have less to do with new ef-
forts against malaria and Alzheimer’s
and more to do with the symbolic
rights of the embryo. The opponents
of stem-cell research are a distinct mi-
nority in the Congress, but the inten-

sity of their commitment magnifies
their power and makes the outcome of
a vote on stem-cell research impossible
to predict.

The only time I heard Harold Var-
mus sound tired was when we discussed
this impending threat. I asked him if
he thought that his budget, after so
many years of uninterrupted increase,
would precipitate a congressional melee,

and he just said wearily, “I don’t know.”
But, oddly, this same shift has returned
him to his accustomed role as the man
in the reasonable middle. Before news
of the commission’s recommendations
leaked out, the Pro-Life Caucus and
the Catholic bishops viewed Varmus as
their adversary. Now his opinion has
become the “moderate” alternative,
since he has been careful not to advo-
cate federal support for creating or de-
stroying embryos that—in theory—
could live. Instead, he has taken pains

to state the scientific issues clearly and

to avoid giving needless offense.
Varmus’s present restrained view is
not a reflection of indifference to
stem-cell research; instead, it demon-
strates his investment in the political
process. Ordinary people, Varmus once
told me, care about the destinations of
science—the answers, the miracles, the
cures. But a scientist cares most deeply
about the journey itself. He was de-
scribing his experiences in the lab, but
his words could have applied equal-
ly well to his tenure at the N.IL.H.:
“You start with some subjective ideas
of what the answers might be. You try
to test them with measurement. There
are a lot of juices flowing as you
work in the lab. So many things are at
stake! Careers, competition, people’s
ideas of how the world works. And
then succeeding at the bench gives you
this incredible rush that is high up
there on the scale of human pleasures.” ¢



